| METHODS

| Sequencing and mutation analysis
All subjects were consented for participation under a protocol approved by the institutional review board of the University of Chicago. Seventeen probands diagnosed with diabetes diagnosed at less than 12 months of age were studied. They underwent Sanger sequencing of KCNJ11, INS and ABCC8 but no mutations were found.
Whole exome or next generation sequencing of a panel of monogenic diabetes-related genes was carried out as previously described. 6, 7 Variants identified in probands and family members were confirmed through single amplicon Sanger sequencing.
| RNA isolation and cDNA synthesis
Lymphocytes were collected from heparinized whole blood from healthy adults and patients using erythrocyte lysis buffer (Qiagen, Valencia, CA). Total RNA was extracted from isolated leukocytes using Trizol (Invitrogen, San Diego, CA) and cDNA was synthesized using the Superscript III First Strand Synthesis System (Invitrogen). RT-PCR conditions consisted of an initial denaturation step at 94 C for 3 minutes, followed by 35 cycles of denaturation at 94 C for 30 seconds, annealing at 62 C for 1 minute, extension at 68 C for 1 minute, and a final extension step at 68 C for 10 minutes. PCR products were separated on a 10% polyacrylamide gel stained with ethidium bromide and band density was measured using ImageJ.
Amplified fragments were then extracted from agarose gel and sequenced to confirm the pattern of alternative splicing. We then examined the effect of the c.1044+5G>A variant on mRNA splicing. RT-PCR and sequencing demonstrated abnormal splicing that generated both a wild-type and truncated transcript missing exon 10 ( Figure 1 ). The mother's lymphocytes also showed a lower abundance of the exon 10-minus transcript (14.6%) compared to those of her sons (32%).
| Flow cytometry
| DISCUSSION
None of the 6 subjects reported here had classic IPEX syndromeenteropathy was absent and none of them were treated with immunosuppressive therapy ( and were only treated with oral agents. Neither indicated any skin or gastrointestinal disease, but these questions were not specifically asked.
Antibodies were not tested. The 3 affected females were diagnosed with diabetes at 45, 49, and 50 years of age. Our current interpretation 
